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higher than reasonably required to per-
form its intended technical function is
safe for use as an inactive ingredient in
human drug products, provided persons
with phenylketonuria, who must re-
strict carefully their phenylalanine in-
take, are alerted to the presence of
phenylalanine in the drug product and
the amount of the ingredient in each
dosage unit.

(b) The label and labeling of all over-
the-counter human drug products con-
taining aspartame as an inactive ingre-
dient shall bear a statement to the fol-
lowing effect: Phenylketonurics: Con-
tains Phenylalanine ( )mg Per (Dos-
age Unit).

(c) The package labeling and other
labeling providing professional use in-
formation concerning prescription
drugs for human use containing aspar-
tame as an inactive ingredient shall
bear a statement to the following ef-
fect under the ‘‘Precautions’ section of
the labeling, as required in §201.57(f)(2):

Phenylketonurics: Contains
Phenylalanine ( )mg Per (Dosage
Unit).

(d) Holders of approved new drug ap-
plications who reformulate their drug
products under the provisions of this
section shall submit supplements under
§314.70 of this chapter to provide for
the new composition and the labeling
changes.

(Approved by the Office of Management and
Budget under control number 0910-0242)

[62 FR 2111, Jan. 20, 1987; 52 FR 12152, April
15, 1987; 53 FR 4135, Feb. 12, 1988]

§201.22 Prescription drugs containing
sulfites; required warning state-
ments.

(a) Sulfites are chemical substances
that are added to certain drug products
to inhibit the oxidation of the active
drug ingredient. Oxidation of the ac-
tive drug ingredient may result in in-
stability and a loss of potency of the
drug product. Examples of specific sul-
fites used to inhibit this oxidation
process include sodium bisulfite, so-
dium metabisulfite, sodium sulfite, po-
tassium  bisulfite, and potassium
metabisulfite. Recent studies have
demonstrated that sulfites may cause
allergic-type reactions in certain sus-
ceptible persons, especially asthmatics.
The labeling for any prescription drug
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product to which sulfites have been
added as an inactive ingredient, regard-
less of the amount added, must bear
the warning specified in paragraph (b)
or (c¢) of this section.

(b) The labeling required by §§201.57
and 201.100(d) for prescription drugs for
human use containing a sulfite, except
epinephrine for injection when in-
tended for use in allergic or other
emergency situations, shall bear the
warning statement ‘‘Contains (insert
the name of the sulfite, e.g., sodium
metabisulfite), a sulfite that may cause
allergic-type reactions including
anaphylactic symptoms and life-
threatening or less severe asthmatic
episodes in certain susceptible people.
The overall prevalence of sulfite sensi-
tivity in the general population is un-
known and probably low. Sulfite sensi-
tivity is seen more frequently in asth-
matic than in nonasthmatic people.”
This statement shall appear in the
“Warnings” section of the labeling.

(c) The labeling required by §§201.57
and 201.100(d) for sulfite-containing epi-
nephrine for injection for use in aller-
gic emergency situations shall bear the
warning statement ‘‘Epinephrine is the
preferred treatment for serious allergic
or other emergency situations even
though this product contains (insert the
name of the sulfite, e.g., sodium
metabisulfite), a sulfite that may in
other products cause allergic-type re-
actions including anaphylactic symp-
toms or life-threatening or less severe
asthmatic episodes in certain suscep-
tible persons. The alternatives to using
epinephrine in a life-threatening situa-
tion may not be satisfactory. The pres-
ence of a sulfite(s) in this product
should not deter administration of the
drug for treatment of serious allergic
or other emergency situations.” This
statement shall appear in the ‘“Warn-
ings’’ section of the labeling.

[61 FR 43904, Dec. 5, 1986]

§201.23 Required pediatric studies.

(a) A manufacturer of a marketed
drug product, including a biological
drug product, that is used in a substan-
tial number of pediatric patients, or
that provides a meaningful therapeutic
benefit over existing treatments for pe-
diatric  patients, as defined in
§§314.55(c)(6) and 601.27(c)(6) of this



